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DATE: July 28, 2009 )
FROM: S. Percy Ivy, M.D., Associate Branch Chief, Investigational Drug Branq}{, P, DCTD,
NCI

SUBJECT:  Oxaliplatin (Eloxatin), NCI IND Safety Report, AE# 1265048
TO: Investigators Using Oxaliplatin, NSC 266046

The U.S. Food and Drug Administration (FDA) regulations require sponsors of clinical studies conducted
under a U.S. IND to notify the FDA and all participating investigators of any serious and unexpected
adverse experiences that are possibly related to the investigational agent. Please find attached a copy of
an IND Safety Report recently submitted to the FDA for the CTEP-sponsored investigational agent
oxaliplatin.

The following must be completed by all investigators using oxaliplatin under NCI IND 57004:

¢ Send a copy of the IND Safety Report to your Institutional Review Board (IRB) according to
your local IRB’s policies and procedures. '

e File a copy of the IND Safety Report in your protocol file.

If your study is not covered under IND 57004, it is strongly recommended that you follow the instructions
above.

Please note that for Cooperative Group studies, the Cooperative Group Operations Office will provide
instructions for IRB submissions, any patient notifications, etc.

Based on CTEP’s assessment of the current information in light of previous experience with oxaliplatin,
there does not appear to be a change in the risk-benefit ratio for oxaliplatin studies; therefore, CTEP is not
requiring a protocol amendment at this time.

Please continue to report events according to the adverse event reporting guidelines in your protocol(s).

The attached Adverse Events Assessment describes the adverse event(s) (synopsis provided below),
relevant previous experience under this IND and/or NSC, and the total number of patients enrolled in
trials under this IND and/or NSC:

An 85-year-old female with adenocarcinoma of the colon experienced grade 5 sclerosing
cholangitis 2 years after having been on a phase 3 study utilizing the investigational agent
oxaliplatin in combination with leucovorin and 5-fluorouracil.
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ADVERSE EVENTS ASSESSMENT

IND 57004 ADVERSE EXPERIENCE REPORT NO.
NSC 266046 IND Safety Report: #1
Oxaliplatin (Eloxatin) Event: Gr.5: Hepatobiliary/Pancreas- other

(sclerosing cholangitis)

AE: 1265048 Protocol: N0147

The patient was an 85-year-old female with adenocarcinoma of the colon who experienced sclerosing
cholangitis 2 years after having been on a phase 3 study utilizing the investigational agent oxaliplatin in
combination with leucovorin and 5-fluorouracil. She began the investigational therapy on May 23, 2007
and was to receive oxaliplatin 85 mg/m” IV over 120 min on Day 1, leucovorin 400 mg/m’ over 120 min
on Day 1 and 5-fluorouracil 400 mg/m® IVP on Day 1 followed by 2400 mg/m* CIV over 46-48 hrs,
every 2 weeks. It is notable that in this case, the patient received the combination on Day 1 and Day 15
every 4 weeks. She received her last dose of oxaliplatin on August 15, 2007 (Cycle 3, Day 15),
completing 3 full cycles of chemotherapy and was then withdrawn from the study due to grade 3 asthenia.
She received her last doses of 5-fluorouracil and leucovorin on August 15, 2007 (Cycle 3, Day 15).

The patient was initially diagnosed with stage III colon cancer in March 2007 and was status post colon
resection, single agent and multiple agent chemotherapy regimens. She began the investigational therapy
on May 23, 2007.

Since receiving her last dose of oxaliplatin in August 2007, the patient remained in clinical remission with
no evidence of recurrence. In the fall of 2008, she developed diarrhea and was diagnosed with colitis.
Her liver enzymes were elevated and she also had a peripancreatic cyst. Since that episode, her liver
enzymes persistently fluctuated although her colitis had improved.

On April 24, 2009, the patient was admitted to the hospital with acute renal failure. She had become
increasingly drowsy and complained of intense itching. She had also become severely jaundiced in the
preceding weeks. Laboratory findings showed bilirubin of 260 mg/dl (reference range 0.3-1 mg/dl) and
creatinine of 391 mg/dl (reference range 0.6-1.2 mg/dl). Her international normalized ratio was elevated,
for which she was given Vitamin K. The patient had an elevated white blood cell (WBC) count of 49.8 x
10°/L (reference range: 5-10 x 10°/L) which had been steadily increasing since February 2007. A chest x-
ray of the lungs was unremarkable except for the presence of a stable dense nodule in the left lower lobe
consistent with a calcified granuloma, measuring approximately 1.2 cm in size. The attending physician
thought that she was dehydrated and started her on IV fluids. An MRI of the abdomen showed focal areas
of narrowing involving the right and the left hepatic ducts which were suggestive of sclerosing
cholangitis. In spite of continuous hydration, the patient did not have adequate urine output. Her
creatinine continued to rise to 428 ml/min (April 25, 2009), and 504 ml/min (April 26, 2009). Her WBC
count increased to 64.6 x 10°/L (April 26, 2009). She was subsequently diagnosed with hepatorenal
syndrome with acute renal failure secondary to her advanced liver failure. Since the patient was not fit to
undergo dialysis, she and her family agreed to comfort measures only. The patient was discharged on
April 26, 2009 and expired on April 27, 2009.

The patient’s past medical/surgical history is remarkable for receptor negative, node positive breast
carcinoma treated with a left mastectomy followed by CMF chemotherapy (1993), receptor positive grade
2 breast carcinoma treated with a right mastectomy and tamoxifen (1999), non insulin dependent diabetes,
hypothyroidism, hyperlipidemia, pulmonary emboli, cholecystectomy, hemithyroidectomy, right cataract
extraction and tonsillectomy. Medications taken at the time of event included eltroxin, cholestyramine,
insulin and ciprofloxacin.

There have been 41 other cases of colitis and 1 case of choléngitis reported to the NCI as serious adverse
events through AdEERS under the oxaliplatin NSC and/or IND.
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Adverse Event Grade Attribution

1 Definite
3 Definite, 1 Possible, 1 Probable, 1 Unlikely
15 Definite, 5 Possible, 3 Probable, 3 Unlikely, 1 Unrelated
2 Definite, 4 Possible, 1 unrelated

1 Unrelated

colitis (n=41)

N INWRO

cholangitis (n=1)

To date, 20724 patients have been enrolled in NCI-sponsored clinical trials under the oxaliplatin IND
and/or NSC.

In this case, it is thought that a possible causal relationship between the event and oxaliplatin therapy
cannot be excluded.

Sclerosing
cholangitis
Oxaliplatin Possible
Leucovorin calcium Unrelated
5-Fluorouracil Possible
(5-FU)
Adenocarcinoma of the Unrelated
colon
Colitis Probable
Prev1?usly elevated liver Definite
functions
Possible emerging immune
related colitis/sclerosing Definite

cholangitis

s ﬁer%@, M.
(IDB Moénito oxaliplatin)

Date: 072809 Signature:

If this assessment is changed, we will notify your office.

cc: Ron Knight, Ph.D.
Mark W. Moyer, M.D.

GPEmailbox@sanofi-aventis.com

Sanofi-Aventis Pharmaceuticals, Inc.
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